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ments oy schizophrenin, cither because of msulticient of-
tectiveness or the mabidity o achieve an effeciive dose due
tointeierable adverse effects from Lhose drags (See WARN
INGS) . .
Fhe effectveness of CLOZARIL moa treatimentresistnl
~chizaphrenie popuiation was demonstrated w o B-week
study comparuns CLOZAR T aod chlorpronsszine. Patienl
wieeting DSMAH eniters for sehizophrenma and having o
mean BERS totul score of 61 were demonstrated Lo be

treatment resistant by history cad by open, prospective
treatiment with hadoperidol betore enteriog into the double-
blind phase ol the study The saperionty of CLOZARIL to
chlorpromazane was documented in stibistical analvses
emploving both categorneal and continuous measures of
treatment effeet

Because of the signilicant vish of agranuioeviosis il sei-
sure. events which both prezent o conlitiys risk over
tme, the extended treatment of patients tailing to shuw in
“acceptable evel of clinical vesponse shonld ordinarity be
avoided. To addition, the need for conbinuing Lx‘v:mnm‘\l in
paticnts exhibiting beneficial clinical responses should he
periodically re-oviduated.

Reduction in the Risk of Recurrent Suicidat Behavior in
Schizaphrenia or Schizoaffective Disorders

CLOZARIL is indicated Tor educing the risk of recurerem
suictdal belu

o patients with sehizophrenia or schizo-
alfective disorder who are judged to be at chronie risk for
re-experteneing suicidal behavior based on ustory and re-
cent elinieal state. Suicidat behavior refers to actions by 2
patient that puts hinvhersellat visk for death, )
The effectiveness of CLOZARIL in reducing the ri
current suicubad behavior wis demonstrated over

of re-
aZevear
treatment period i the InterSePE Mriad (s Clinceal Trial
Data e CLINICAL PHARMACOLOGY). Therefore,
CLOZARLL treatment to reduce the visk ol s
ior should be continued for b feast
AND ADMUNISTRATION ),

The preseaiber should be aware that o maority ol patients
e both treatment groups in IlerSel”™ veccived other
treatments as well to reduce suicide risk, sueh as antide-
pressants wnd other medications, hospitadization, and/or
pxvelintherapy, The contributions of these additional mea-
sures e unknown,

CONTRAINDICATIONS

CLOZARIL e telozapine ix contraindicated i padients

wudal beha-
s (see DOSAGHE

with i previous hypersensitivity to clozapine or any other
component of thas drup, in patients with mycloproliterative
disorders, uneontrolled epilepsy. paralytic ileus, or a his-
tory ol CLOZARIL-nduced agranulocytosis or severe gran-
wloeytopenia. As with more typical antipsychotic drugs,
CLOZARIL i contraindicated in severe eentral nervous
system depression or comiatose states from ANy cause.

CLOZARIL should not be used simultancousty with ather
apents havog aowell-known potential to cause agranulocy-
tosis or atherwise suppress bone marrow function. The
mechinism ol CLOZARI -induced agranulocytosis is un-
Koo nonethelesa, it s possible it enusative faelors
may oteract synerjprstically to ing

ase the visk and/or se-
verity of hone mirrow suppression.

WARNINGS

General

INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS

ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS
TREATED WITH ATYPICAL ANTIPSYCHOTIC DRUGS ARE AT
AN INCREASED RISK OF DEATH COMPARED TO PLACEBO.
CLOZARIL® ({clozapine} IS NOT APPROVED FOR THE
TREATMENT OF PATIENTS WITH DEMENTIA-RELATED PSY-
CHOSIS (SEEBOXNED WARNING ).

AGRANULOCYTOSIS

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCY-
TOSIS, A POTENTIALLY LIFE-THREATENING ADVERSE
EVENT (SEE FOLLOWING). CLOZARIL® (clozapine) SHOULD
BE RESERVED FOR USE IN THE FOLLOWING INDICATIONS:
11 FOR TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PA-
TIENTS WHO FAIL TO SHOW AN ACCEPTABLE RESPONSE
TO ADEQUATE COURSES OF STANDARD DRUG
TREATMENT FOR SCHIZOPHRENIA, EITHER BECAUSE OF
INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO
ACHIEVE AN EFFECTIVE DOSE DUE TO INTOLERABLE AD-
VERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY,
BEFORE . INITIATING TREATMENT WITH CLOZARIL®
tciozapine); {7 IS STRONGLY RECOMMENDED THAT A
PATIENT BE GIVEN AT LEAST 2 TRIALS, EACH WITH A DIF-
FERENT STANDARD DRUG PRODUCT FNI? SCHIZOPHRE-
NIA, AT AN ADEQUATE DOSE, AND FQOIE8 .~ 7. I DU-

SUIGIIAL BEHAVIOR 1N PATLN L W H SUHLCOPHRL
OR SCHIZOAFFECTIVE DISORDER WHO ARE JUDGED Tt
BE AT RISK OF RE-EXPERIENCING SUICIDAL BEHAVIOR
CLOZARIL® (clozapine} IS AVAILABLE ONLY THROUG:! A
DISTRIBUTION SYSTEM THAT ENSURES MONITORING OF
WHITE BLOOD CELL {WBC} COUNT AND ABSOLUTE NLCU
TROPHIL COUNMNT {ANC) ACCORDING TO THE SCHEDULE
DESCRIBED BELOW PRIOR TO DELIVERY QF THE NEXI
SUPPLY GF MEDICATION.
AS DESCRIBED IN TABLE 1, PATIENTS WHO ARE BEINC:
TREATED WITH CLOZARIL® [clozapine} MUST HAVE A
BASELINE WBC COUNT AND ANC BEFORE INITIATION Of
TREATMENT, AND A WBC COUNT AND ANC EVERY WEEK
FOR THE FIRST 6 MONTHS, THEREAFTER, IF ACCEPTALLL
WBC COUNTS AND ANC {WBC .:3500/mm™* and ANC
=2000/mm™) HAVE BEEN MAINTAINED DURING THE FIRST
6 MONTHS OF CONTINUQUS THERAPY, WBC COUNTS AND
ANC CAN BE MONITORED EVERY 2 WEEKS FOR THE NiZXT
6 MONTHS. THEREAFTER, IF ACCEPTABLE WBC COUNTS
AND ANC {WBC=3500/mm* and ANC =2000/mm?*) HAVE
BEEN MAINTAINED DURING THE SECOND 6 MONTHS OF
CONTINUOUS THERAPY, WBC COUNT AND ANC CAN BE
MONITORED EVERY 4 WEEKS.
WHEN TREATMENT WITH CLOZARIL®™ {clozapine) IS DIS-
CONTINUED IREGARDLESS OF THE REASON), WBC COUNT
AND ANC MUST BE MONITORED WEEKLY FOR AT LEAST 4
WEEKS FROM THE DAY OF DISCONTINUATION OR UNTIL
WBC ::3500/mm™ AND ANC ::2000/mm™*,
Agranulocytosis
Background
Agranulocytosis, defined as an ANC of less than 500/mm’,
has been estimated to oceur in association with CLOZARILe
{clozapine) use at a cumulative incidence at 1 year of approx-
imately 1.3%, based on the occurrence of 15 U.S, cases out
of 1,743 patients exposed to CLOZARIL® [clozapine] during
its clinical testing prior to domestic marketing. All ol these
cases occurred at a time when the need for close monitoring
of WBC counts was already recognized. Agranulocytosis
could prove fatal if not detected early and therapy inter-
rupted. Of the 149 cases of agranulocylosis reported world
wide in association with CLOZARIL® {clozapine) use as of
December 31, 1989, 32% were fatal. However, few of these
deaths occurred singe 1977, at which time the knowledge of
CLOZARIL# (clozapine)-induced agranulocytosis became
more widespread, and close monitoring of WBC rounts
more widely practiced. In the U.S., under a weekly WBC
count monitoring system with CLOZARIL® (clozapinel,
there have been 585 cases of agranulocytosis as of August
21, 1997; 19 were fatal {3%]}. During this period 150,409 pa-
tients received CLOZARILG (clozapine). A hematologic risk
analtysis was conducted based upon the available informa-
tion in the Clozatil® National Registry (CNR) for U.S. pa-
tients. Based upon a cut-off date of April 30, 1995, the inci-
dence rates of agranulocytosis based upon a weekly
monitoring schedule, rose steeply during the first two
months of therapy, peaking in the third month. Among
CLOZARIL® {clozapine} patients who continued the diugbe-
yond the third month, the weekly incidence of agranulocy-
tosis fell to a substantial degree. After 6 months, the weekly
incidence of agranulocytosis declines still further, however,
it never reaches zero. It should be noted that any type of re-
duction in the frequency of monitoring WBC counts may re-
sult in anincreased incidence of agranulocytosis.
Risk Factors
Experience from clinical development, as well as from ex-
amples in the medicat literature, suggest that patients who
have developed agranulocytosis during CLOZARIL®
{clozapine} therapy are at increased risk of subsequent epi-
sodes of agranulocytosis. Analysis of WBC count data from
the Clozaril® National Registry also suggests that patients
who have an initiol episode of moderate leukopenia
{3000/mum® :WBC =2000/mm”} are at an increased risk of
subsequent episodes of agranulocytosis. Except for bone
marrow suppression during initial CLOZARIL® {clozapine)
therapy, there arc no other established risk factors, basedon
worldwide experience, for the development ol agranulocy-
tosis in association with CLOZARIL® (clozapine} use. How-
ever, a disproportionate number of the U.S, cases of agranu-
focytosis occurred in patients of Jewish background
compared to the averall proportion of such patients exposed
during domestic development of CLOZARIL® [clozapine).
Most of the U.S. cases of agranulocytosis occurred within §-
10 wecks of exposure but neither dose nor duration is a re-
Hable predictor of this problem. Agranulocytosis associated
with ather antipsychotic drugs has been reported to occur
with a greater frequency in women, the elderly and in pa-
tients who are cachectic or have serious underlying medical
illness; such patients may also be at particular risk with
CLOZARIL® {clozapine), although this has not been defi-
nitely demonstrated.
WBC Count and ANC Monitoring Schedule
Table 1 provides a summary ol the frequency of monitoring
that should occur based on various stages of therapy (n.q.,
initiation of therapy) or resuits from WBC count and ANG
monitoring tests {e.g., moderate leukopenia). The text that
follows should be consulted for additional details regarding
the treatment of patients under the various conditions {e.q.,
severe leukopenial.
Patients should be advised to report immediately the ap-
pearance of lethargy, weakness, lever, sore throat or any
other signs of infection occurring at any time cuwring
CLOZARIL® {clozapine) therapy. Such patients should have
a WBC count and AN e i d promptly.
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Patients discontinued Irom CLOZARIL® {clozapine) therapy
due to significant granulopoietic suppression have been
found to develop agranulocytosis upon rechallenge, often
with a shorter latency on re-exposure. To reduce thechances
of rechallenge occurring in patients who have experienced
significant bone marrow suppression during CLOZARIL®
{clozapine) therapy, a single, national master lile (i.e,, Non-
rechallengeable Database) is maintained confidentially.
Treatment of Rechallengeable Patients

Patients may be rechailenged with CLOZARIL® (clozapine)
it their WBC count does not all below 2000/mm” and the
ANC does not {all below 1000/mm®*. However, analysis of
data from the Clozaril® National Registry suggests that pa-
tients who have an initial episode of moderate leukopenia
{3000/mm* »>WBC=2000/mm"} have up to a 12-fold in-
creased risk of having a subsequent episode of agranulocy-
tosis when rechallenged compared to the full cohort of pa-
tients treated with CLOZARIL® (clozapine). Although
CLOZARIL® (clozapine) therapy may be resumed if no symp-
toms of infection develop, and when the WBC count rises
above 3500/mm”* and the ANC rises above 2000/mm?, pre-
scribers are strongly advised to consider whether the bene-
lit of continuing CLOZARIL® [clozapine] treatment out-
weighs the increased risk of agranulocytosis.

Analyses of the Clozaril® National Registry have shown an
increased risk of having a subsequent episode of granulo-
poietic suppression up to a year after recovery from the ini-
tial episode. Therelore, as noted in Table 1 above, patients
must undergo weekly WBC count and ANC monitoring for
one year following recovery from an episode of moderate
leukopenia and/or moderate granulocytopeniaregardless of
when the episode develops. If acceptable WBC counts and
ANC {WBC =3500/mm* and ANC =2000/mm®") have been
maintained during the year of weekiy monitoring, WBC
counts can be monitored every 2 weeks for the next
6 months. i acceptable WBC counts and ANC
{(WBC =23500/mm” and ANG =2000/mim"} continue to be
maintained during the 6 months of every 2 week monitoring,
WBC counts can be monitored every 4 weeks thereafter, ad
infinitum.

Interruptions in Therapy .
Figure 2 provides instructions regarding reinitiating therapy
and subsequently the lrequency of WBC count and ANC
monitoring after a period of intenuption.

PSvee figure 2 at top of page 2187}

Eosinophilia

In clinscal trials, e ol patienls developed eosinaphilia,
which, in rire cases, can be substantial, 1M a differential
count reveals o Lolal cosinophil count abave 4000/mm®,
CLOZARIL thevapy should be interrupted until the eosin-
ophil count falls below 3000/mm®,

Seizures

Seizure has been estimated to occur in association with
CLOZARIL use at a cumulative incidence atl one year of ap-
proximately 5%, based on the occurrence of one or more sei-
zures in 61 of 1,743 patients exposed to CLOZARIL during its
clinical testing prior to domestic marketing (i.e., a crude rate
of 3.5%). Dose appears to be an important predictor of sei-
zure, with a greater likelihood of seizure at the higher
CLOZARIL doses used.

Caution should be used in administering CLOZARIL to pa-
tients having a history of seizures or other predisposing
factors. Because of the substantial risk of seizure associated
with CLOZARIL use, patients should be advised not to en-
gage in any activity where sudden loss of consciousness
could cause serious risk to themselves or others, e.g., the
operation of complex machinery, driving an automobile,
swimming, climbing, etc.

Myocarditis

Post-marketing surveillance data from four countries that
employ hematological monitoring of clozapine-treated pa-
tients revealed: 30 reports of myocarditis with 17 fatalities
in 205,493 U.S. patients {August 2001); 7 reports of myocar-
ditis with 1 fatality in 15,600 Canadian patients (April 2001};
30 reports of myocarditis with 8 fatalities in 24,108 U K. pa-
tients [August 2001}; 15 reports of myocarditis with 5 fatali-
ties in 8,000 Australian patients (March 1999). Thesereports
represent an incidence of 5.0, 16.3, 43.2, and 96.6 cases/
100,000 patient-years, respectively. The number of fatalities
represent an incidence of 2.8, 2.3, 11.5, and 32.2 cases/
100,000 patient-years, respectively.

The overall incidence rate ol myocarditis in patients with
schizophrenia treated with antipsychotic agents is un-
known. However, for the established market economies
{(WHOQI, the incidence of myocarditis is 0.3 cases/100,000
patient-years and the fatality rate is 0.2 cases/100,000
patient-years. Therefore, the rate of myocarditis in

Continued on next paae
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clozapine-treated patients appears 1o be 17-322 times
greater than the general population and is associated with
an increased risk of fatal myocarditis that is 14-161 times
greater than the general popuiation.

The total reports of myocarditis for these lour countries was
82 of which 51 [62%) occurred within the first month of
clozapine treatment, 25 {31%]) occurred after the first month
of therapy and 6 (7%} were unknown. The median duration
of treatment was 3 weeks. Of 6 patients rechalienged with
clozapine, 3 had a recurrence of myocarditis. Of the 82 re-
ports, 31 (38%) were fatal and 25 patients who died had evi-
dence of myocarditis at autopsy. These data also suggest
that the incidence of fatal myocarditis may be highest during
the first month of therapy.

Therefore, the possibility of myocarditis should be consid-
ered in patients receiving CLOZARIL who present with un-
explained fatigue, dyspnea, tachypnea, fever, chest pain,pal-
pitations, other signs or symptoms of heart failure, or
electrocardiographic findings such as ST-T wave abnormali-
ties or arrhythmias: It is not known whether eosinophilia is
a reliable predictor of myocarditis. Tachycardia, which has
been associated with CLOZARIL treatment, has also been
noted as a presenting sign in patients with myocarditis.
Therefore, tachycardia during the tirst month of therapy
warrants close monitoring for other signs of myocarditis.
Prompt discontinuation of CLOZARIL treatmient is war-
ranted upon suspicion of myocarditis. Patients with
clozapine-related myocarditis should not be rechalienged
with CLOZARIL.

Other Adverse Cardiovascular and Respiratory Effects
Orthostatic hypotension with or without syncope can occur
with CLOZARIL treatment and may represent a continuing

patients), collapse ¢ar: be s 0lound 3nd be accompamiu vy
respiratory and/or cardiac arrest, Orthostatic hypotensionis
more likely to occur during initial titration in association
with rapid dose escalation and may even occur on firstdose.
In one report, initial doses as low as 12.5 mg were
associated with collapse and respiratory arrest. When re-
starting patients who have had even a brief interval oft
CLOZARIL, i.e., 2 days or more since the last dose, itis rec-
ommendcd that treatment be reinitiated with one-half of a
25-mg tablet (12.56 mg} ence or twice daily. (See DOSAGE
AND ADMINISTRATION.)

Some of the cases of collapse/respiratory arrest/curdiac ar-
rest during initial treatment occurred in patients who were
being administercd benzodiazepines; similar events have
been reported in patients taking other psychotropic diugs or
even CLOZARIL by itself. Although it has not been estab-
lished that there is an interaction between CLOZARIL and
henzodiazepines or other psychotropics, caution is advised
when clozapine is initiated in patients taking a benzodiaze-
pine or any other psychotropic drug.

Pachycardia, which may be sustained, has also heen ob-
served  inapproximately  257% of patients  taking
CLOZARIL, with paticnts having an average inerease m
pulse rate of 10-15 bpm. The sustained tachycardia s not.
simply a reflex re o hypotension, and is presentin
all positions monitored. Kither tachyeardia ar hypotension
may pose a serious risk foran individual with compronused
i ular function.

s of CLOZARI ~treated pationts experience
repolarization changes similar o Lhose seen with otheran:
Lipsychotic drugs, including ST segment depression and
lattening or inversion of T waves, w vich all norn :
discontinuation of CLOZARIL. The clinical signili
these changes is unclear. However, in clinical trials with

Table 1
Frequency of Monitoring Based on Stage of Therapy or Results from WBC Count and ANC Monitoring Tests

Frequency of WBC and ANC Monitoring

Situation MHemiatological Values for Monitoring
Initiation of Therapy WIC -3500/mm*
ANC =2000mm?

Weekly for 6 months

Note: Do nol initiate in patients with

1) history of myeloproliferative disorder or
23 CLOZARIL® (clozapine)-induced
agranulocytosis or granulocylopenia

5 Months - 12 Months
of Therapy

All resulis for
3500/mm™ and
000/ mm™

fvery 4 weeks for 6 months

12 Months of Therapy ults for

00/ and

Kvery 4 weeks ad infinitam

Immatture Forms N/A Repeat WBC and ANC
Present '
Discontinuation of N/A

Therapy

Waekly for at least 4 weeks from day of
discontinuation or untit WBC 00/mm?*
and ANC >2000/tm”

]
1

Substantial Dropin

Singde Drop or Cumulative Drop
WUHC or ANC

wilhin 3 Weeks of
WBC 23000/mny* or
ANC = 1500/mm?®

1. Repeat WBC and ANC

2. If vepeat vajuer are 3000/mm* =WBC
CA500/mm? and ANUC <2000/mm?, then
monitor Lwice weekly

Mild Leukopenia 3500/mm* >WBC 23000/mm*
and/or

2000/mm® ~ANC 2 1500/ mm?

Mitd Granulocytopenia

Twice weekly until WBC >3500/mm”
and ANG 3>2000/mn* then return Lo previous
maonitoring frequency

Maoderate Leukopenia 3000/mun® >WHC =2000/mun’
and/or

1500/mm® > ANC = 1000/mm*

Moderate
Granulocylopenia

1. Inlerrupl therapy

2. Daily until WBC >3000/mm®* and ANC
1500/mm™

3. Twice weekly until WBC >3500/mm* and
ANC =>2000/mm®

4. May rechallenpge when WBC =3500/mm*
and ANC >2000/mm”

5. 1l rechallenged, monitor wecekly for t year
before returning Lo the usual monitoring
schedule of every 2 weeks for 6 months and
then every 4 weeks ad infinitum

Severe Leukopenia WBC - 2000/mm™
and/or

ANC - T000/mm®

Severe
Granulocylopenia

1. Discontinue treatment and do not
rechallenge patient

2. Monilor until normal and for at least 4
weeks from day of disconlinuabion as
follows:

e Daily untit WBC »>3000/mm” and ANC

~1R00/mm®

Twice weekly until WBC =3500/onm® and

ANC »2000/imm?

« Weekly after WBBC >3500/mm*

Agranulocyiosis ANC =500fmm*

. Disconlinue treatment and do ot
rechallenge patient

2. Monitor until normal and for 17 least 4
werks from day of discontinuation as
{ollows:

o Daily until WBC >3000/mm” and ANC
1500/mm?*

o Twice weekly until WBC >3500/mm®* and
ANC >2000/mm*

+ Weekly after WBC >3500/mm”

* WR(Y = white blood cell connt; ANC -

-abgolute neatrophif count,

tion. arrhylhmias and sudden death. In addition, there
have been post-markeling reports of congestive heart fail-
ure. pericardilis, and pericardial effusions. Causality as-
sessment was difficult in many of these cases because of
sorious  pre-esisting cardiac  dis and plausible
alternative canses. Rare instances of sudden death have
heen veported in psychiatric patients, with or withoul
associated antipsychotie drag treatment, and the relation-
ship of these events to anti-psychotic drug use is unknown.
CLOZARIL should be used with caution in patients with
known eardiovascular and/or pulmonary discd
recammendation lor peadual titration of dase should he
carelully olserved.

Hyperglycemia and Diabetes Mellitus

Hyperglycemia, in some cases extreme and associated with
ketoacidosis or hyperosmolar coma or death, has heen ve-
ported in patients treated with alypical antips ycholic
cinding CLOZARIL. Ass <sment of the relationship be-
twern alypical antipsychotic us and plucose abnormalilies
is complicated by the poss sility of an increased by
pround risk ol dinbe mellitus in patients with schiz
phrenia and the increasing incidence of diabetes mellitus
in the general populiation. Given these confounders, Lhe ve-
Lationship  between atypical anlipsycholic  use and
hyperghveemin-related adverse events is not completety un-
derstood. However, epidemiological studies suggest an in-
creased risk of Lreatmenl-emergent. hypcrulyccmi;\-rc\:\tod
adverse events in patients treated with the atypical anli-
psvehoties. Precise visk estimates for hyperglycemia-
related adverse evenks in patients treated with atypical an-
Lipsycholics are not available.

Patients with an established diagnosis of diabeles mellitus
wha aie started on atypical antipsychotics should be moni-
tored regularly for worsening of ghucose control. Palicnts
willh risk factors for diabetes mellitus (e.g., abesity, family
histary of dinabetes) who are starling Lrcatment with atypi-
cal antipsyehotics should undergo fasting blood glucose
lesting al the beginning of treatment and periodically
during trealment. Any patient treated with atypical anti-
psvehotics should be monilored for symptoms of hyper-
glycemia including polydipsia, polyuria, polyphagia, and
woakness. Patients who develop symptoms of hyperglyce-
mia during treatment with atypical antipsychotics should
underge fasting blood glucnse testing. In some cases, hy-
pergdycemia has resolved when the alypical antipsycholic
s discontinued; however, soime patients required contin-
uation of anti-diabetic treatment despite discontinuationof
the suspect drug.

Neuroleptic Malignant Syndrome {NMS)

A potentially fatal symplom complex somelimes referred Lo
as Neuroleptic Malignant Syndrome (NMS) has heen re-
ported in association wilh antipsycholic drugs. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidily,
altered mental status and evidence of nutonomicinstability
(irregular pulse or blood pressure, tachycardia, diaphore-
sis, and cardiac dysrhythmias).

The diagnostic evaluation of patients with this syndromeis
complicated. In arriving al a diagnosis, it is important to
jdentify cases where the clinical presentationincludes both
serious medical illness (e.g.. pneumonia, systemic infec-
Lion, ete) and untreated or inadequately treated extrapy-
ramidal signs and symptoms (EPS). Other important con-
siderations in Lhe differential dingnosis include central
anticholinergic Loxicity, heat stroke, drug fever and pri-
mary central nervous system (CNS) pathelogy.

The manigement of NMS should include 1) immediate dis-
continuation of antipsychotic drugs and other drugs not
essential to concurrent therapy, 2) intensive symplomatic
treatment and medical monitoring, and 3) treatment olany
concomitant serinus medical problems for which specific
(reatments are available. There is no general agreement
aboul specific pharmacological treatment regimens for un-
complicated NMS. _

If & patient requires antipsychotic drug treatment afler re-
covery [rom NMS, the polentinl reintroduction of drug
therapy should be earcefully considered. The patient. should
be cavefully monitored, since recurrences of NMS have
been reported.

There have heen several reported cases of NMS in patients
receiving CLOZARIL alone or in combination with lithium
or other CNS-active agents. ’

Tardive Dyskinesia ERER

A syndrome consisting of potentially irreversible, involun-
tary, dyskinelic movementls may develop in patienls
treated with antipsychotic drugs. Although the prevalence
of the syndrome appears to be highest among the elderly,
especially elderly women, it is impossibie to rely upon prev-
alence estimates to predict, at the inception of treatment,
which patients are likely to develop the syndrome.

There are several reasons for predicting that CLOZARIL
may he different from other antipsychotic drugs in its po-
tential for inducing tardive dyskinesia, including the pre-
clinical finding that it hns a relatively weak dopamine-
blacking elTeet and the clinical finding of a virl ual absence
of cortain acule exbropyramidal symptoms, e.g., dystonia.
A few eases of tardive dyskinesia have been reported in pa-
tients on CLOZARIL wha had been previously treated with
other antipsycholic agents, so that a causal relationship
cannot be established. There have been no reports of tar-
dive dyskinesia directly attributable to CLOZARIL alone.
Nevertheless, it cammol be concluded, without more
extended experience, that CLOZARIL is incapable of in-
ducing this syndrome.
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ments for schizophrenia, cither because of insufficient of-
fectiveness or the inability to achieve an effective dose due
L intolerable adverse efteets from those drugs. (Scee WARN-
INGS.

The effectiveness of CLOZARIL in a treatment-resistant
schizophrenic population was demonstrated in a G-week
study comparing CLOZARIL and chlorpromazine, Pitients
meeting DSM-TT cvdteria tor schivophrenia and havings a
mean BPUS totad score of 61 were demonstrated to he
treatment resistant by bistory and by open. prospective
treatment with hidoperidol before entering into the double-
blind phase of the study. The superiority of CLOZARIL to
chlorpromizine was documented in statistical analvses
cmploying both categorical and continuous measures of
treatment effect.

Because of the sigaificant visk of agranulocytosis and sei-
zure, events which both present a continuing risk over
time, the extended treatment of patients faiting to show an
acceptable Tevel of clinical vesponse should ordinarily be
avoided. In addition, the need for continuing treatment in
patients exhiluting beneficial clinical responses should be
periodically re-evaluated.

Reduction in the Risk of Recurrent Suicidal Behavior in
Schizophrenia or Schizoaffective Disorders

CLOZARIL is indicated for reducing the visk of recurrent
suicidal behavior in patients with schizophrenia or schizo-
alfective disorder who are Judged to be at chronic risk for
re-expertencing suicidal behavior, based on history and re-
cent clinical state. Suicidal behavior vefors to actions by a
patient that puts himderself at risk for death.

The effectiveness of CLOZARIL in reducing the risk of re-
current suicidal behavior was demonstrated over a Z-year
treatment period in the InterSePT Trial (see Clinical Trial
Data wnder CLINICAL PHARMACOLOGY). Therelore,
CLOZARIL treatment to veduce the risk of suicidal behav-
iov should be continued for at least 2 years (see DOSAGIS
ANDADMINISTRATION ),

The preseriber should be aware that a matority of paticnts
i both treatment groups in InterSelT received olher
treatments as well to reduce suicide visk, such as antide-
pressants and other medications. hospitalization, and/or
payehotherapy. The contributions of these additional mea-
sures ave unknown,

CONTRAINDICATIONS

CLOZARIL® (clozapine) is contraindicated in palients
with o previous h_yp(:l'sonsiLl\'lL_\' to clozapine or any other
compaonent of this drag, in pationts with mycloproliferative
disorders, uncontrolled epilepsy. paralytic ileus, or a his-
tory of CLOZARIL-induced agranulocytosis or severe pran-
ulocytopenia. As with more typical antipsychotic drugs,
CLOZARIL is contraindicated i severe contral nervous
system depression or comatose states from any cause.
CLOZARIL should not be used simultaneously with other
agents having aowell-known potential to cause agranulocy-
tosis or otherwise suppress bone marrow function. The
mechimsm of CLOZARIL-induced agranulocytosis is un-
known: nonetheless, it is possible that causative factors
may interact synergastically to increase the risk and/or se-
verity o bone marrew suppression.

WARNINGS

General

INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS

ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS
TREATED WITH ATYPICAL ANTIPSYCHOTIC DRUGS ARE AT
AN INCREASED RISK OF DEATH COMPARED TO PLACEBO.
CLOZARIL® {clozapine) IS NOT APPROVED FOR THE
TREATMENT OF PATIENTS WITH DEMENTIA-RELATED PSY-
CHOSIS (SEE BOXED WARNING ).
AGRANULOCYTOSIS

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCY-
TOSIS, A POTENTIALLY LIFE-THREATENING ADVERSE
EVENT (SEE FOLLOWING). CLOZARIL® iclozapine) SHOULD
BE RESERVED FOR USE IN THE FOLLOWING INDICATIONS:
1) FOR TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PA-
TIENTS WHO FAIL TO SHOW AN ACCEPTABLE RESPONSE
TO ADEQUATE COURSES OF STANDARD DRUG
TREATMENT FOR SCHIZOPHRENIA, EITHER BECAUSE OF
INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO
ACHIEVE AN EFFECTIVE DOSE DUE TO INTOLERABLE AD-
VERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY,
BEFORE INITIATING TREATMENT WITH CLOZARIL®
(clozapine); IT IS STRONGLY RECOMMENDED THAT A
PATIENT BE GIVEN AT LEAST 2 TRIALS, EACH WITH A DiF-
FERENT STANDARD DRUG PRODUCT FOn SCOHIZOPHRE-
NIA, AT AN ADEQUATE DOSE, AND FOR 24 » :

DU

SUICIDAL BEHAVIOR IN PATIENTS WATH SCHIZOPHRLM!: .
OR SCHIZOAFFECTIVE DISORDER WHO ARE JUDGED TO
BE AT RISK OF RE-EXPERIENCING SUICIDAL BEHAVIOR.
CLOZARIL® (clozapine) IS AVAILABLE ONLY THROUGH A
DISTRIBUTION SYSTEM THAT ENSURES MONITORING OF
WHITE BLOOD CELL {(WBC) COUNT AND ABSOLUTE NEU-
TROPHIL COUNT (ANC) ACCORDING TO THE SCHEDULE
DESCRIBED BELOW PRIOR TO DELIVERY OF THE NEXT
SUPPLY OF MEDICATION.

AS DESCRIBED IN TABLE 1, PATIENTS WHO ARE BEING
TREATED WITH CLOZARIL® [clozapine) MUST HAVE A
BASELINE WBC COUNT AND ANC BEFORE INITIATION OF
TREATMENT, AND A WBC COUNT AND ANC EVERY WEEK
FOR THE FIRST 6 MONTHS. THEREAFTER, IF ACCEPTABLE
WBC COUNTS AND ANC (WBC =3500/mm®* and ANC
=2000/mm®) HAVE BEEN MAINTAINED DURING THE FIRST
6 MONTHS OF CONTINUOUS THERAPY, WBC COUNTS AND
ANC CAN BE MONITORED EVERY 2 WEEKS FOR THE NEEXT
6 MONTHS. THEREAFTER, IF ACCEPTABLE WBC COUNTS
AND ANC (WBC=3500/mm” and ANC >2000/mm"} HAVE
BEEN MAINTAINED DURING THE SECOND 6 MONTHS OF
CONTINUOUS THERAPY, WBC COUNT AND ANC CAN BL
MONITORED EVERY 4 WEEKS.

WHEN TREATMENT WITH CLOZARIL® [clozapine) IS DIS-
CONTINUED (REGARDLESS OF THE REASON), WBC COUNT
AND ANC MUST BE MONITORED WEEKLY FOR AT LEAST 4
WEEKS FROM THE DAY OF DISCONTINUATION OR UNTIL
WBC =3500/mm™ AND ANC ::2000/mm*.

Agranulocytosis

Background

Agranulocytosis, defined as an ANC of less than 500/mm®,
has been estimated to occur in association with CLOZARIL®
(clozapine} use at a cumulative incidence at 1 year of approx-
imately 1.3%, based on the occurrence of 15 U.S. cases out
of 1,743 patients exposed to CLOZARIL® (clozapine) during
its clinical testing prior to domestic marketing. All of these
cases occurred at a time when the need for close monitoring
of WBC counts was already recognized. Agranulocytosis
could prove fatal if not detected early and therapy inter-
rupted. Of the 149 cases of agranulocytosis reported world
wide in association with CLOZARIL® {clozapine) use as of
December 31, 1989, 32% were fatal. However, few of these
deaths occurred since 1977, at which time the knowledge of
CLOZARIL® (clozapine)-induced agranulocytosis became
more widespread, and close monitoring of WBC counts
more widely practiced. In the U.S., under a weekly WBC
count menitoring system with CLOZARIL® (clozapine),
there have been 585 cases of agranulocytosis as of August
21, 1997, 19 were fatal {3%]). During this period 150,409 pa-
tients received CLOZARIL® {clozapine). A hematologic risk
analysis was conducted based upon the available informa-
tion in the Clozaril® National Registry {CNR) for U.S. pa-
tients. Based upon a cut-off date of April 30, 1995, the inci-
dence rates of agranulocytosis based upon a weekly
monitoring schedule, rose steeply during the first two
months of therapy, peaking in the third month, Among
CLOZARIL® (clozapine) patients who continued the i ugbe-
yond the third month, the weeldy incidence of agranulocy-
tosis fell to a substantial degree. After 6 months, the weekly
incidence of agranulocytesis declines stiit further, however,
it never reaches zero. It should be noted that any type of re-
duction in the frequency of monitoring WBC counts mayre-
sultin an increased incidence of agranulocytosis.

Risk Factors

Experience from clinical development, as well as from ex-
amples in the medical literature, suggest that patients who
have developed agranulocytosis during CLOZARIL®
{clozapine) therapy are at increased risk of subsequent epi-
sodes of agranulocytosis. Analysis of WBC count data from
the Clozaril@ National Registry also suggests that patients
who have an initial episode of moderate leukopenia
{3000/mm” >WBC :22000/mm® are at an increased risk of
subsequent episodes of agranulocytosis. Except for bone
marrow suppression during initial CLOZARIL® {clozapine)
therapy, there are no other established risk factors, based on
worldwide experience, for the development of agranuiocy-
tosis in association with CLOZARIL® {clozapine) use. How-
ever, a disproportionate number of the U.S. cases of agranu-
locytosis occurred in patients of Jewish background
compared to the overall proportion of such patients exposed
during domestic development of CLOZARIL® (clozapine).
Most of the U.S. cases of agranulocytosis occurred within 4-
10 wecks of exposure but neither dose nor duration is a re-
liable predictor of this problem. Agranulocytosis associated
with other antipsychotic drugs has been reported to oceur
with a greater frequency in women, the elderly and in pa-
tients who are cachectic or have serious underlying medical
iliness; such patients may also be at particular risk with
CLOZARIL® (clozapine), although this has not been defi-
nitely demonstrated.

WBC Count and ANC Monitoring Schedule

Table 1 provides a summary of the frequency of monitoring
that should occur based on various stages of therapy {e.q.,
initiation of therapy) or results from WBC count and ANGC
monitoring tests (e.g., moderate leukopenia). The text that
follows should be consulted for additional details regarding
the treatment of patients under the various conditions {e.g.,
severe leukopenia).

Patients should be advised to report immediately the ap-
pearance of lethargy, weakness, fever, sore throat or any
other signs of infection occurring at any time during
CLOZARIL® (clozapine) therapy. Such patients should have
a WBC count and ANE peitormed promptly.
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Consult Table 1 above 10 determine how to monitor patients
who experience decrements in WBC count and ANC at any
point during treatment. Additionally, patients should be
carefuily monitomw_ tQans (O ; Qgﬁyﬁ -
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if granulopoiesis is determined to be deficient. Should evi-
dence of infection develop, the patient should have appro-
priate cultures performed and an appropriate antibiotic
regimen instituted.

Patients discontinued from CLOZARIL® (clozapine) therapy
due to significant granulopoietic suppression have been
found to develop agranulocytosis upon rechallenge, often
with a shorter latency on re-exposure. Toreduce the chances
of rechallenge occurring in patients who have experienced
significant bone marrow suppression during CLOZARIL®
(clozapine} therapy, a single, national master file (i.e., Non-
rechallengeable Database) is maintained confidentially.
Treatment of Rechallengeable Patients

Patients may be rechallenged with CLOZARIL® (clozapine)
if their WBC count does not fall below 2000/mm? and the
ANC. does not fall below 1000/mm™. However. analysis of
data from the Clozaril® National Registry suggests that pa-
tients who have an initial episode of moderate leukopenia
{3000/mm* >WBC=2000/mm®} have up to a 12-fold in-
creased risk of having a subsequent episode of agr locy
tosis when rechailenged compared to the fuli cohort of pa-
tients treated with CLOZARIL® (clozapinel. Although
CLOZARIL® (clozapine) therapy may be resumed if no symp-
toms of infection develop, and when the WBC count rises
above 3500/mm® and the ANC rises above 2000/mm?, pre-
scribers are strongly advised to consider whether the bene-
fit of continuing CLOZARIL® (clozapine} treatment out-
weighs the increased risk of agranulocytosis.

Analyses of the Clozaril® National Registry have shown an
increased risk of having a subsequent episode of granulo-
poietic suppression up to a year after recovery from the ini-
tial episode. Therefore, as noted in Table 1 above, patients
must undergo weekly WBC count and ANC monitoring for
one year following recovery from an episode of moderate
leukopenia and/or moderate granulocytopeniaregardless of
when the episode develops. If acceptable WBC counts and
ANC {WBC =3500/mm* and ANC =2000/mm?®) have been
maintained during the year of weekly monitoring, WBC
counts can be monitored every 2 weeks for the next
6 months. If acceptable WBC counts and ANC
(WBC =3500/mm” and ANG =2000/mm?® continue to be
maintained during the 6 months of every 2 week monitoring,
WBC counts can be monitored every 4 weeks thereafter, ad
infinitum.

Interruptions in Therapy

Figure 2 provides instructions regarding reinitiating therapy
and subsequently the frequency of WBC count and ANC
monitoring after a period of interruption.

|See figure 2 at top of page 2187)

Eosinophilia

In clinical trials, 1% of patients developed cosinophilia,
which, in rare cases, can be substantial. If a differential
count’ reveals a total cosinophil count above 4000/mm®,
CLOZARIL therapy should be interrapted until the cosin-
ophil count atls below 3000/mm?.

Seizures

Seizure has been estimated to occur in association with
CLOZARIL use at a cumulative incidence at one year of ap-
proximately 5%, based on the occurrence of one or more sei-
zures in 61 of 1,743 patients exposed to CLOZARIL during its
clinical testing prior to domestic marketing (i.e., a crude rate
of 3.5%). Dose appears to be an important predictor of sei-
zure, with a greater likelihood of seizure at the higher
CLOZARIL doses used.

Caution should be used in administering CLOZARIL to pa-
tients having a history of seizures or other predisposing
factors. Because of the substantial risk of seizure associated
with CLOZARIL use, patients should be advised not to en-
gage in any activity where sudden loss of consciousness
could cause serious risk to themselves or others, e.9., the
operation of complex machinery, driving an automobile,
swimming, climbing, etc.

Myocarditis

Post-marketing surveillance data from four countries that
employ hematological monitoring of clozapine-treated pa-
tients revealed: 30 reports of myocarditis with 17 fatalities
in 205,433 U.S. patients {August 2001); 7 reports of myocar-
ditis with 1 fatality in 15,600 Canadian patients (April 2001);
30 reports of myocarditis with 8 fatalities in 24,108 U K. pa-
tients (August 2001); 15 reports of myocarditis with 5 fatali-
ties in 8,000 Australian patients (March 1999). These reports
represent an incidence of 5.0, 16.3, 43.2, and 96,6 cases/
100,000 patient-years, respectively. The number of fatalities
represent an incidence of 2.8, 2.3, 115, and 32.2 cases/
100,000 patient-years, respectively.

The overall incidence rate of myocarditis in patients with
schizophrenia treated with antipsychotic agents is un-
known. However, for the established market economies
(WHO), the incidence of myocarditis is 0.3 cases/100,000
patient-years and the fatality rate is 0.2 cases/100,000
patient-years. Therefore, the rate of myocarditis in

Continued on next page
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clozapine-treated patients appears to be 17-322 times
greater than the general population and is associated with
an increased risk of fatal myocarditis that is 14-161 times
greater than the gencral population.

The total reports of myocarditis for these four countries was
82 of which 51 {62%) occurred within the first month of
clozapine treatment, 25 (31%) occurred after the first month
of therapy and 6 (7%} were unknown. The median duration
of treatment was 3 weeks. Of 5 patients rechallenged with
clozapine, 3 had a recurrence of myocarditis. Of the 82 re-
ports, 31 {38%) were fatal and 25 patients who died had evi-
dence of myocarditis at autopsy. These data also suggest
that the incidence of fatal myocarditis may be highestduring
the first month of therapy.

Therefore, the possibility of myocarditis should be consid-
ered in patients receiving CLOZARIL who present with un-
explained fatigue, dyspnea, tachypnea, fever, chestpain, pal-
pitations, other signs or symptoms of heart failure, or
electrocardiographic findings such as ST-T wave abnormali-
ties or arrhythmias. It is not knewn whether eosinophilia is
a reliable predictor of myocarditis. Tachycardia, which has
been associated with CLOZARIL treatiment, has also been
noted as a presenting sign in patients with myocarditis.
Theretore, tachycardia during the first month of therapy
warrants close monitoring for other signs of myocarditis.
Prompt discontinuation of CLOZARIL treatment is war-
ranted upon suspicion of myocarditis. Patients with
clozapine-related myocarditis should not be rechallenged
with CLOZARIL.

Other Adverse Cardiovascular and Respiratory Effects
Orthostatic hypotension with or without syncope can occur
with CLOZARIL treatment and may represent a continuing

patients), collapse ¢ar be joleund and be accompanied by
respiratory andor cardiac arrest. Orthostatic hypotensionis
more likely to occur during initial titration in association
with rapid dose escalation and may even occur onfirst dose.
in one report, initial doses as low as 125 mg were
associated with collapse and respiratory arrest. When re-
starting patients who have had even a brief interval off
CLOZARIL, i.e., 2 days or more since the last dose, it is rec-
ommendcd that treatment be reinitiated with one-half of a
25-mg tablet (12.5 mg) once or twice daily. (See DOSAGI
AND ADMINISTRATION )

Some of the cases of collapse/respiratory airest/cardiac ar-
rest during initial treatment occurred in patients who were
being administercd benzodiazepines; similar events have
been reported in patients taking other psychetropicdrugs or
even CLOZARIL by itself. Although it has not been estab-
lished that there is an interaction between CLOZARIL and
benzodiazepines or other psychotropics, caution is advised
when clozapine is initiated in patients taking a benzodiaze-
pine or any other psychotropic drug.

Tachycardia, which may be sustained, has also been ob-
served  in o approximately  25%  of  patients  Laking
CLOZARIL, with palients having an average increase in
pulse rate of 10-1 bpm. The sustained tac redian s not
simiply a reflex respounse 1o hypotension, and is present in
all positions monitored. Bither tachyeardia or hypotension
may pose a serious visk for an individual with compromised
cardio itar function.

A minority of CLOZARI -treated patients experience BCG
reépotarization changes similar to those seen with other an-
tipsychotic drugs, including ST segment depression and
fattening or inversion of 'l waves, which alf norm alter
discontinuation of CLOZARIL. The clinical significance off
these changes is unclear, However, in clinical trials with

Table 1
Frequency of Monitoring Based on Stage of Therapy or Results from WBC Count and ANC Monitoring Tests

Situation

Hematological Values for Monitoring

Frequency of WBC and ANC Monitoring

Initiation of Therapy WBC -3500Ainm?

ANC =2000/mm?

Wecekly for 6 months

Note: Do not initinte in patients with

1Y history ol myeloproliferative disorder or
2) CLOZARTILA (clozapine)-induced
agranulocytosis or granulocytopenia

6 Months — 12 Months
of Therapy

All results for
WHC 23500/mm™ and
ANC z2000/mm*

Every 2 weeks for G months

12 Months of Therapy All résults for
WHC 3000/mm” and

ANC 2000/’

Fovery 4 weeks ad infinitum

Tmmature Forms N/A
Present

Repeal WBC and ANC

Discontinuation of N/A
Therapy

Weeldy for at beast 4 weeks from day of
discontinuation or until WBC =3500/mm*
and ANC 2000/

Substantial Drop in
WBC or ANC within 3 Weeks of
WBC 23000/mm* or

ANC = 1500/mm®

Single Drop or Cumulative Drop

1. Repeal WBC and ANC

2. If vepeat values are 3000/mm® = WBC
= 3500/mm™ and ANC 2000/mm”, then
monilor twice weekly

Mild Leukopeunia 3500/mm® > WEBC =3000/mm?
and/or

2000/mm® ANC 2 1500/mm™

Twice weekly until WBC >3500/mm?
and ANC :>2000/mm” then return to previous
monitoring (requency

S000/mnt =WBC =22000/mm’”
andior
1500/mm* >ANC == 1000/mn*

Moderale
Granulocytopenia

1. Interrupt therapy
. Daily until WBC =3000/mm™ and ANC
1500/mm’*

3. Twice weeldy antil WBC >3500/mm? and
ANC =2000/mm*

4. May rechallenge when WBC »3500/mm”*
and ANC >2000/mm®

5. I rechallenged, monitor weekly for [ ycar
before returning Lo the usual monitoring
schedule ol every 2 weeks for 6 months and
then every 4 weeks ad infinitum

[

Severe Leukopenia WHBC -2000/mm*
-------------- and/or
Severe ANC - 1000/ mn’

Granulocylopenia

1. Discontinue treatment and do not
rechallenge patient

2. Monitor until normal and for at least 4
weeks from day ol discontinuation as
follows:

* Daily until WBC 2>3000/mm” and ANC
“1500/mm*

o Twice weekly until WBC >3500/mm® and
ANC >2000/mm*

* Weekly after WBC >3500/mm*

Agranulocyiosis ANC =500/mm?

1. Disconlinue treatment and do ot
rechallenge patient

2. Monitor until normal and for 2! least 4
weeks (rom day of discontinuation as
follows:

o Daily until WBC >3000/mm?® and ANC
1500/mm?*

¢ Twice weehly until WBC >350¢/mm™ and
ANG >2000/mm”

» Weekly after WBC >3500/mm’

TWREC = white blood cell count: ANC

absolute neatrophil count

dine evenis, nk Tuding ischunue changpes anyoc.n Gy nsTan e
tion, arrhythmias and sudden death. In addition, Lhere
have been post-marketing reports of congestive heart fail-
ure. pericardilis, and pericardial effusions. Causalily as-
sessment was dilficult in many of these cases because of
sevious  pre-existing  cardiac  dis and  plausible
Alernative canses. Rare instances of sudden death have
heen veported in psychialrie patients, with or wilhout
associated antipsychotic drag treatment, and the relation-
ship of these events Lo anti-psychotic drug use is unknown.
CLOZARIL should be used with caution in patients with
known cardiovascutar and/or pulmenary discase, and the
recommendation for gradual titration of dose shonld he
carelully observed.

Hyperglycemia and Diabetes Mellitus

Hyperglyveemia, in some cases extreme and associated with
ketoacidasis or hyperosmolar coma or death, has heen re-
ported in patients treated with alypieal antipsychotics in-
cluding CLOZARIL. Assessment. of the relationship be-
twern alypical antipsychotic use and glucose abnormalities
is complicated by the possibility of an inercased back-
ground risk of diabetes mellitus in patients with schizo-
phreinia and the increasing incidence of diabetes mellitus
in the general population. Given these confounders, the re-
lationship  between  atypical  antipsychotic use and
hyperglyeemia-related adverse events is not completely un-
derstond. However, epidemiological studies suggrest an in-
creased risk of treatment-emergent hyperglycemia-related
dverse events in p ts treated with the atypical anti-
psychotics. Precise risk estimates for hyperglycemia-
related adverse events in patients treated with atypical an-
tipsychoties are not avaitable.

Patients with an established diagnosis of diabetes mellitus

who are started on atypical antipsychotics should be moni-
tored regularly for worsening of glucose control. Paticnts
with risk factors for diabetes mellitus (e.g., obesity, family
history of diabetes) who are starting treatment with atypi-
cal antipsyeholies should undergo fasting blood glucose
testing at the beginning of treatment and periodically
during Lreatment. Any patient treated with atypical anti-
psvehotics should be monitored for symptoms of hyper-
glycemia including polydipsia, polyuria, polyphagia, and
weikness. Patients who develop symptoms of hyperglyce-
mia during treatment with atypical antipsychotics should
undergo fasting blood glucose testing. In some cases, hy-
perglycemia lias resolved when the alypical antipsychotic
was discontinued; however, some palients required contin-
uation of anti-diabetic treatment despite discontinuation ol
the suspect drug.

Neuroleptic Malignant Syndrome {(NMS}

A potentiatly fatal symptom complex sometimes referred Lo
as Neuroleplic Malignant Syndrome (NMS) has been re-
ported in associalion with antipsychotic drugs. Clinical
manilestations of NMS are hyperpyrexia, muscie rigidily,
altered mental status and evidence of nutonomicinstability
tirregular pulse or blood pressure, tachycardia, diaphore-
sis, and cardiac dysrhythmias).

The diagnostic evaluation of patients with this syndrome is
complicated. In arriving at a diagnesis, it is important to
identily s where the clinical presentation includes both
serious medical illness (e.g.. pneumonia, systemic infec-
tion, cte. and untreated or inadequately treated extrapy-
ramidal signs and symploms (EPS). Other important con-
siderations in the differential diagnosis include cenlral
anticholinergic toxicity, heat stroke, drug fever and pri-
mary central nervous system (CNS) pathology.

The management of NMS should include 1) immediate dis-
continuation of antipsychotic drugs and other drugs nol
essential to concurrent therapy, 2) intensive symplomatic
treatment and medical monitoring, and 3) treatment of any
concomitant serious medical problems for which specific
treatments are available, There is no general agreement
aboul specific pharmacological treatment regimens for un-
complicated NMS. » -

Il a paticat requires antipsycholic drug treatment after re-
covery from NMS, the potential reintroduction of drug
therapy should be carefully considered. The patient should
be carcfully monitored, since recurrences of NMS have
been reported.

There have been several reported cases of NMS in patients
receiving CLOZARIL alone or in combination with lithium
or other CNS-active agents. ‘

Tardive Dyskinesia BT

A syndrome consistling of potentially irreversible, involun-
tavy, dyskinetic movements may develop in patienls
treated with antipsychotic drugs. Although the prevalence
of the syndrome appears to be highest among the elderly,
especially elderly women, it is impaossible to rely upon prev-
alence estimates Lo predicl, at the inceplion of Lreatment,
which patients are likely to develop the syndrome,

There are several reasons for predicting that CLOZARIL
may be different from other antipsychotic drugs in its po-
tential for inducing tardive dyskinesia, including the pre-
clinical finding that it has a relatively weak dopamine-
hlucking effect and the elinical finding of a virltual absence
of cerlain acute extrapyramidal symptoms, e.g., dystonia.
A few cases of tardive dyskinesia have been reported in pa-
tienls on CLOZARIL who had been previously treated with
other antipsycholic agents, so that a causal relationship
cannol be cstablished. There have been no reports of tar-
dive dyskinesia directly attributable to CLOZARIL alone.
Nevertheless, it canmot be concluded, without more
extended experience, that CLOZARIL is incapable of in-
ducing this syndrome.
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